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Cancer- associated fibroblasts (CAF) interact with cancer cells and play an
important role in cancer initiation, growth, and metastasis. Furthermore Tumor associated
macrophages(TAM) lead to cancer progression. This time, we focused on the metabolism in the tumor
microenvironments. Cancer cells were cocultured with CAF or treated with CAF conditioned medium,
after which their migration and invasion ability, epithelial- mesenchymal transition (EMT)- related
marker expression and C- X- C motif chemokine 10 expression and secretion were detected. Lactic acid
was significantly elevated in CAF. Furthermore, Macrophage Nrf2 activation by cancer cell-derived
lactate skews macrophages polarization towards an M2-like phenotype and educated macrophages
activate Nrf2 of the cancer cells to promote EMT of cancer cells. This study provides a new
understanding of the role of Nrf2 in the cancer cell and TAM with lactate and VEGF signaling
interaction and suggests a potential therapeutic target.
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